We examined the in vitro activity of linezolid against Clostridium difficile, including isolates with reduced susceptibility to metronidazole or vancomycin. The MIC at which 50% of the isolates were inhibited (MIC 50 ) and MIC 90 were 0.5 and 2 g/ml, respectively (range, 0.03 to 4 g/ml). MICs were always < 4 g/ml, and thus, all isolates were considered susceptible.
were resistant to metronidazole (1 inhibited at an MIC of 32 g/ml and 5 for which MICs were Ն64 g/ml) and 12 isolates with decreased susceptibility to vancomycin (7 for which the MIC was 4 g/ml and 5 for which the MIC was 16 g/ml).
The active substance of linezolid was kindly provided by Pharmacia & Upjohn, Inc. (Kalamazoo, Mich.). The antimicrobial agent was prepared and stored following the manufacturer's instructions. Antimicrobial susceptibility testing was performed by the agar dilution method, on Brucella agar (Oxoid; Hampshire, United Kingdom), according to guidelines of the National Committee for Clinical Laboratory Standards (17) . Reference strains, Bacteroides fragilis ATCC 25285 and Bacteroides thetaiotaomicron ATCC 29741, were always included as controls to monitor antimicrobial susceptibility testing. A collection strain of C. difficile (ATCC 9689) was always included to assess reproducibility of the assay results. The susceptibility breakpoint for linezolid was considered to be Յ4 g/ml (3, 19) .
The linezolid MICs at which 50 and 90% of the 115 assayed C. difficile isolates were inhibited were 0.5 and 2 g/ml, respectively. The MIC range was 0.03 to 4 g/ml. Linezolid MICs corresponding to C. difficile isolates resistant to metronidazole or with a decreased susceptibility to vancomycin were not different from those for the susceptible isolates (Table 1) . MICs for all assayed isolates were Յ4 g/ml, and thus, all isolates were considered susceptible to linezolid.
In vitro susceptibility tests with C. difficile are not performed routinely in microbiology laboratories, since the first-line drugs, metronidazole and vancomycin, have been considered universally active against the microorganism (10). At present, there are reports of a reduction in susceptibility to metronidazole and vancomycin (7, 12, 25 ; T. Peláez et al., 38th ICAAC; T. Peláez et al., 34th ICAAC). Our group has registered more than 6% resistance to metronidazole (MICs of Ͼ16 g/ml), and more than 3% of our C. difficile isolates have shown reduced susceptibility to vancomycin (MICs, 8 to 16 g/ml) (T. Peláez et al., submitted for publication).
Although the National Committee for Clinical Laboratory Standards has not yet expressly proposed a susceptibility breakpoint for linezolid, most authors consider susceptible all isolates inhibited at MICs equal to or less than 4 g/ml (3, 4, 6). The European Committee on Antimicrobial Susceptibility Testing of the European Society of Clinical Microbiology and Infectious Diseases has also recently recommended this breakpoint (19) .
It is also worth discussing that MIC breakpoints are usually set for systemic infections and that they are based upon levels of antimicrobial agent in blood. In our work, levels in the colon seem to be much more interesting than levels in the circulation. For metronidazole and vancomycin, levels in the colon might be high enough even to kill resistant strains (MICs of 200 to 2,000 g/ml for vancomycin). In the case of linezolid, although the drug is efficiently absorbed in the gastrointestinal tract, the amount of active substance recovered in feces can range from 5.3 to 16.9% of the administered doses (400 to 600 mg twice daily) (24) .
This study (to our knowledge, the largest series of C. difficile isolates that has been tested for linezolid to date) showed universal in vitro activity of linezolid against C. difficile isolates which are susceptible and not susceptible to conventional drugs.
We are well aware that in vitro activity does not necessarily mean in vivo activity and that this is particularly true for CDAD (15) . We also know that treatment with linezolid has a high cost and that not much information is available about possible disruption of enteric flora. Nevertheless, in our opinion, these are promising data, and we believe they can lead to further studies on the efficacy of linezolid in cases of CDAD in both animals and humans. VAN (12) 0.03-2 0.5 2 0.540 a n, no. of isolates. b MIC range, MICs at which 50 and 90% of isolates are inhibited, and geometric mean are given in micrograms per milliliter.
